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AB The invention relates to methods for the synthesis of indoles, 

benzofurans, and related compds . , e.g., I [X = O, S, NR, where R = H, 
sulfonyl, Cl-6-alkyl, Cl-7-acyl, or aryl ; R1A-R1D = H, OH, NH2 , 
(un) substituted alkyl, alkoxy, acyloxy, mono- or dialkylamino or any 
adjacent R1A-R1D = OCH20; R2 , R3 = (un) substituted aryl], for screening as 
potential tubulin polymn. inhibitors. Thus, treatment of 
2-iodo-5-methoxytrif luoroacetanil ide with 3-isopropoxy-4- 
methoxyethynylbenzene in MeCN in the presence of Pd (PPh3 ) 2C12 , Cul , and 
Et3N, addn. of 3 , 4 , 5-trimethoxyiodobenzene and K2C03 and exchange of N2 
for CO, followed cleavage of the iso-Pr ether with A1C13 in CH2C12, 
afforded 6-methoxy-2- (3 -hydroxy-4 -methoxyphenyl ) -3- (3,4,5- 
trimethoxybenzoyl ) indole (BLF-67-3) . Indole BLF-67-3 showed IC50 =1.6 
.mu.M for inhibition of tubulin polymn., 54% inhibition of colchicine 
binding, and 45% inhibition of Burkitt lymphoma CA46 cell growth. 

IT 439585-92-9P 

RL: IMF (Industrial manufacture) ; PAC (Pharmacological activity) ; RCT 
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(Reactant) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study); PREP (Preparation); RACT (Reactant or reagent); USES 
(Uses) 

(synthesis of indoles, benzofurans, and related compds. as potential 
tubulin binding agents) 
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OMe 




IT 330666-86-9P, BLF 67-3 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
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tubulin binding agents) 
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2- (3-tert-Butyldimethylsiloxy-4-methoxyphenyl) -6- 
methoxy-3- (3,4, 5-trimethoxybenzoyl) indole 
Hadimani, Mallinath B.; Kessler, Raymond J.; Kautz, 
Jason A. ; Ghatak, Anjan; Shirali, Anupama R.; O'Dell, 
Heather; Garner, Charles M. ; Pinney, Kevin G. 
Department of Chemistry and Biochemistry, Baylor 
University, Waco, TX, 76798-7348, USA 
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Communications \f2002)J C58(6) , o330-o332 
CODEN: ACSCEE; rSSN-f 0108-2701 
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LANGUAGE: English 

AB In the crystal structure of the title compd., C32H39N07Si, all geometric 
parameters fall within exptl . error of expected values. The anal, of 
mol . -packing plots reveals an infinite two-dimensional linear array 
running parallel to the b axis, formed by one N-H. . .0 intermol . H-bonding 
interaction. Several potential C-H. . .0 interactions are also present. 
Crystallog. data are given. 
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RL: PRP (Properties) 

(crystal structure of) 
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6-methoxy-lH-indol-3-yl] (3 , 4 , 5- trimethoxyphenyl ) - (9CI) (CA INDEX NAME) 
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One-Pot Synthesis of Benzo [b] f uran and Indole 
Inhibitors of Tubulin Polymerization 
Flynn, Bernard L. ; Hamel , Ernest; Jung, M . Katherine 
Department of Chemistry, The Faculties, Australian 
National University, Canberra, Q^0"0T^ustralia 
Journal of Medicinal Chemistry/(2002 )J 45(12), 
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AB Benzo [b] furan and indole analogs of some recently identified 

benzo [b] thiophene inhibitors of tubulin polymn. have been prepd. , and 
their biol . activity has been assessed. Several very potent analogs, 
e.g., I, were identified. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 
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polymn. ) 
RN 439585-92-9 CAPLUS 

CN Methanone, [6-methoxy-2- [4 -methoxy-3 - ( 1-methylethoxy) phenyl] -lH-indol-3- 
yl] (3,4,5- trimethoxyphenyl ) - (9CI) (CA INDEX NAME) 



OMe 





REFERENCE COUNT : 



L4 ANSWER 4 OF 5 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE : 



34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2003 ACS on STN 
2001:208244 CAPLUS 
134 :237388 

Preparation of indole-containing and 
combretastatin-related anti-mitotic and anti-tubulin 
polymerization agents 

Pinney, Kevin G.; Wang, Feng; Del Pilar Mejia, Maria 
Baylor University, USA 
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Patent 
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WO 2001019794 A3 20010927 



APPLICATION NO. DATE 



WO 2000-US25408 20000915 
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JP 2003509408 
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W: AE, AG, AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, B2 , CA, CH, CN, 
CR, CU, CZ, DE, DK, DM, DZ , EE, ES, FI , GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 
SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, 
YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS , MW, MZ , SD, SL, SZ, TZ , UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ ; 
CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

EP 2000-963531 20000915 
R: AT, BE, CH, DE, DK, ES , FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL 

JP 2001-523374 20000915 
US 1999-154639P P 19990917 
WO 2000-US25408 W 20000915 
Trimethoxyphenyl substituted indole ligands have been discovered which 
demonstrate impressive cytotoxicity as well as a remarkable ability to 
inhibit tubulin polymn. Such compds . as well as related derivs . are 
excellent clin. candidates for the treatment of cancer in humans. In 
addn., certain of these ligands, as pro-drugs, may well prove to be tumor 
selective vascular targeting and destruction chemotherapeutic agents or to 
have anti-angiogenesis activity resulting in the selective prevention 
and/or destruction of tumor cell vasculature. E.g., (Z)-l-(3 f - 
diethvlphosphoramidate-4 1 -methoxyphenyl ) -2- (3 11 , 4" , 5" - 
trimethoxyphenvl) ethene was prepd. Inhibition of tubulin polymn. and 
anti-mitotic activities were detd. 
288847-41-6P 330666-82-5P 330666-83-6P 
330666-86-9P 330666-87-0P 330666-88-1P 
330666-89-2P 330666-90-5P 330666-91-6P 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of indole-contg . and combretastatin-related anti-mitotic and 

ant i- tubulin polymn. agents) 
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Methanone, [6-methoxy-2- [4 -methoxy-3 - (phosphonooxy) phenyl] -lH-indol-3- 
yl] (3,4, 5-trimethoxyphenyl) -, disodium salt (9CI) (CA INDEX NAME) 
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RN 330666-82-5 CAPLUS 

CN Methanone, [6-methoxy-2- (4 -methoxyphenyl ) -lH-indol-3-yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 
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CN Methanone, [4-methoxy-2- (4 -methoxyphenyl ) -lH-indol -3-yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 
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lH-indol-2-yl] phenyl] -, disodium salt (9CI) (CA INDEX NAME) 
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CN Methanone, [2- (3-hydroxy-4-methoxyphenyl ) -4-methoxy-lH-indol -3 -yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 
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yl] (3,4, 5-trimethoxyphenyl) disodium salt (9CI) (CA INDEX NAME) 
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CN Phosphoramidic acid, [2 -methoxy-5- [4 -methoxy-3 - (3,4, 5-trimethoxybenzoyl ) - 
lH-indol-2-yl]phenyl] -, diethyl ester (9CI) (CA INDEX NAME) 
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CN Phosphoramidic acid, [2 -methoxy-5- [4 -methoxy-3 - (3 , 4 , 5-trimethoxybenzoyl ) - 
lH-indol-2-yl] phenyl] -, disodium salt (9CI) (CA INDEX NAME) 




2 Na 



10/070,484 



L4 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2003 ACS on STN 
ACCESSION NUMBER: 2000:592560 CAPLUS 

DOCUMENT NUMBER: 133:198575 

TITLE: Compositions and methods for use in targeting vascular 

destruction 

INVENTOR (S) : Pero, Ronald W. ; Sherris, David 

PATENT ASSIGNEE (S) : Oxigene, Inc., USA 

SOURCE: PCT Int. Appl . , 36 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT : 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 

WO 2000048606 Al 20000824 WO 2000-US3996 20000216 



W: AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CU, 


cz, 


DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR , 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















RW: GH, 


gm; 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


zw, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 











CA 2358925 AA 20000824 CA 2000-2358925 20000216 

EP 1152764 Al 20011114 EP 2000-914606 20000216 

R: AT, BE, CH, DE , DK, ES , FR , GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 
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PRIORITY APPLN. INFO.: US 1999-120478P P 19990218 

US 2000-505402 Al 20000216 
WO 2000-US3996 W 20000216 
OTHER SOURCE (S) : MARPAT 133:198575 

AB Treatment of warm-blooded animals having a tumor or non-malignant 

hypervascularization, by administering a sufficient amt . of a cytotoxic 
agent formulated into a phosphate prodrug form having substrate 
specificity for microvessel phosphatases, so that microvessels are 
destroyed preferentially over other normal tissues, because the less 
cytotoxic prodrug form is converted to the highly cytotoxic 
dephosphorylated form. 

IT 288847-41-6 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process) ; BSU (Biological study, unclassified) ; THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 
(prodrugs for use in targeting vascular destruction) 
RN 288847-41-6 CAPLUS 

CN Methanone, [6-methoxy-2- (4-methoxy-3- (phosphonooxy) phenyl] -lH-indol-3- 
yl] (3,4,5-trimethoxyphenyl) -, disodium salt (9CI) (CA INDEX NAME) 
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2001:208244 CAPLUS 
134 :237388 

Preparation of indole-containing and 
combretastatin-related anti-mitotic and anti-tubulin 
polymerization agents 

Pinney, Kevin G.; Wang, Feng; Del Pilar Mejia, Maria 
Baylor University, USA 
PCT Int. Appl . , 53 pp. 
CODEN: PIXXD2 

Patent 

English 
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PATENT NO. 



KIND DATE 



WO 2001019794 A2 20010322 

WO 2001019794 A3 20010927 



APPLICATION NO. DATE 



WO 2000-US25408 20000915 



EP 1214298 
R: 

JP 2003509408 
PRIORITY APPLN. INFO 

AB 



IT 



RN 
CN 



W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, B2, CA, CH, CN, 
CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI , GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ # LC, LK, LR, LS , LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ , PL, PT, RO, RU, 
SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ , UA, UG, US, UZ, VN, 
YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS , MW, MZ , SD, SL, SZ , TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, 
CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

A2 20020619 EP 2000-963531 20000915 

AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL 

T2 20030311 JP 2001-523374 20000915 

US 1999-154639P P 19990917 
WO 2000-US25408 W 20000915 
Trimethoxyphenyl substituted indole ligands have been discovered which 
demonstrate impressive cytotoxicity as well as a remarkable ability to 
inhibit tubulin polymn. Such compds , as well as related derivs. are 
excellent clin. candidates for the treatment of cancer in humans. In 
addn., certain of these ligands, as pro-drugs, may well prove to be tumor 
selective vascular targeting and destruction chemotherapeutic agents or to 
have anti-angiogenesis activity resulting in the selective prevention 
and/or destruction of tumor cell vasculature. E.g., (Z)-l-(3 f - 
diethvlphosphoramidate-4 ' -methoxyphenyl ) -2- (3" , 4" , 5 M - 
trimethoxyphenvl) ethene was prepd. Inhibition of tubulin polymn. and 
anti-mitotic activities were detd. 
330666-84-7P 330666-85-8P 330666-95-0P 
330666-96-1P 330666-97-2P 330666-98-3P 

330666- 99-4P 330667-00-OP 330667-01-1P 

330667- 02-2P 330667-03-3P 330667-04-4P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of indole-contg . and combretastatin-related anti-mitotic and 

anti-tubulin polymn. agents) 
330666-84-7 CAPLUS 

Methanone, [6-methoxy-3 - (4 -methoxyphenyl ) -lH-indol-2-yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 
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RN 330666-85-8 CAPLUS 

CN Methanone, [4 -methoxy-3- (4 -methoxyphenyl ) -lH-indol-2-yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 
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RN 330666-95-0 CAPLUS 

CN Methanone, [3- (3 -hydroxy- 4 -methoxyphenyl) -6-methoxy-lH-indol-2-yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 




RN 330666-96-1 CAPLUS 

CN Methanone, [3- (3-amino-4-methoxyphenyl) -6-methoxy-lH-indol-2-yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 



10/070,484 



OMe 




NH 2 



RN 330666-97-2 CAPLUS 

CN Methanone, [6-methoxy-3- [4 -methoxy-3- (phosphonooxy) phenyl] -lH-indol-2- 
yl] (3,4, 5-trimethoxyphenyl) -, disodium salt (9CI) (CA INDEX NAME) 



OMe 




OPO3H2 



• 2 Na 

RN 330666-98-3 CAPLUS 

CN Phosphoramidic acid, [2-methoxy-5- [6-methoxy-2- (3 , 4 , 5-trimethoxybenzoyl ) - 
lH-indol-3-yl] phenyl] -, diethyl ester (9CI) (CA INDEX NAME) 



OMe 




RN 330666-99-4 CAPLUS 

CN Phosphoramidic acid, [2-methoxy-5- [6-methoxy-2- (3,4, 5-trimethoxybenzoyl) - 
lH-indol -3 -yl] phenyl] -, disodium salt (9CI) (CA INDEX NAME) 



10/070,484 



OMe 




H2O3P— NH 



• 2 Na 



RN 330667-00-0 CAPLUS 

CN Methanone, [3- (3-hydroxy-4 -methoxyphenyl ) -4-methoxy-lH-indol-2-yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 



OMe 




OH 



RN 330667-01-1 CAPLUS 

CN Methanone, [3- ( 3 -amino-4 -methoxyphenyl) -4-methoxy-lH-indol-2-yl] (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 



OMe 




NH 2 



RN 330667-02-2 CAPLUS 

CN Methanone, [4-methoxy-3- [4 -methoxy-3- (phosphonooxy) phenyl] -IH-indol -2- 
yl] (3,4,5 - trimethoxyphenyl) -, disodium salt (9CI) (CA INDEX NAME) 



10/070,484 



OMe 




OPO3H2 



• 2 Na 

RN 330667-03-3 CAPLUS 

CN Phosphoramidic acid, [2-methoxy-5- [4-methoxy-2- (3,4, 5-trimethoxybenzoyl) 
lH-indol -3-yl] phenyl] -, diethyl ester (9CI) (CA INDEX NAME) 



OMe 




EtO- P NH 



OEt 

RN 330667-04-4 CAPLUS 

CN Phosphoramidic acid, [2-methoxy-5- [4 -methoxy-2- (3,4, 5-trimethoxybenzoyl) 
lH-indol-3-yl] phenyl] -, disodium salt (9CI) (CA INDEX NAME) 



OMe 




H2O3P— NH 



2 Na 



10/070,484 



=> d his 

.(FILE 'HOME' ENTERED AT 13:08:41 ON 08 SEP 2 003) 

FILE 'REGISTRY' ENTERED AT 13:08:55 ON 08 SEP 2003 

LI STRUCTURE UPLOADED 

L2 2 S LI 

L3 14 S LI FULL 

FILE 'CAPLUS* ENTERED AT 13:09:43 ON 08 SEP 2003 

L4 5 S L3 

FILE 'REGISTRY' ENTERED AT 13:10:39 ON 08 SEP 2003 

L5 STRUCTURE UPLOADED 

L6 1 S L5 

L7 12 S L5 FULL 

FILE ' CAPLUS ' ENTERED AT 13:14:44 ON 08 SEP 2003 

L8 1 S L7 

= > d 15 

L5 HAS NO ANSWERS 

L5 STR 



MeO 




MeO 



H O 



Structure attributes must be viewed using STN Express query preparation. 



